24.11.33. Pallor more marked. Spleen just palpable. Blood-count: R.B.C.
2-5 millions. Hb. 47% (Haldane): reticulocytes 9-7%. 7.12.33 . Pallor. Spleen palpable. Icteric. Blood-count: R.B.C. 2-8 millions.
Hb. 49% (Haldane) ; reticulocytes 13-4%; van den Bergh reaction: 1-0 unit, indirect. 18.1 .34. Slightly less pale. Icteric. Splenomegaly present. Blood-count: R.B.C. 3-6 millions. Hb. 56% (Haldane); reticulocytes 11-4%. van Comment.-This case presents two factors of importance. The first is that, knowing of a familial tendency in the direction of acholuric jaundice, it was possible to diagnose the condition some days before there was any clinical evidence of the disease or fall in the number of erythrocytes, both by observing the characteristic increase in fragility of the red cells to hypotonic saline and by a Price-Jones curve, which showed a decreased mean diameter when compared with that of normal newborn infants (see graph). The second factor is the observation that microcytosis (here meaning diminution in mean diameter and not necessarily in cell volume), and increased fragility would seem to be the primary features in this case, the typical syndrome developing subsequently. This supports the hypothesis that acholuric family jaundice is a primary disease of the erythron. Violet M., aged 14 years, and Ivy M., aged 11 years and 10 months.
Family history.-Father alive and well (Wassermann reaction negative); mother died in 1929 from influenzal pneumonia, weight 18 stone, liver being described at post-mortem examination as "much enlarged and fatty." Parents unrelated by blood. The first child (a boy) died in 1918 from influenza, aged 2 years and 9 molnths, and is thought to have had a " very large spleen " (? liver). No miscarriages.
A step-brother by the father's second wife is microcephalic and mentally deficient; liver not enlarged.
Patients' history.-The patients were not considered abnormal during early infancy, until the large size of the abdomen began to excite comment at about two years of age, The younger girl (Ivy) was backward in walking; she was late in going to school and is considerably below the average in school-work. She is very easily frightened and cries on slight provocation. The elder (Violet) is more nearly normal mentally and emotionally, though one or two years behind girls of her own age at school. Physical development in both cases has been uniformly retarded, (II) Ivy, aged 11 years and 10 months. Height 46 in. (normal 56 in.); weight 50 lb. (normal 81 lb.). Circumference of chest (mid-expansion) 24i in., head 19 in., abdomen (umbilical level) 26 in. This child is also pale, and though less robust than her sister, is not abnormally thin. She has approximately the degree of physical development of a child of 7 (i.e. nearly 5 years' retardation). She still has all her first teeth. The liver is enlarged to within one inch of the umbilicus, and has a deep anterior notch. The spleen is not palpable, and there is no jaundice or ascites. Wassermann reaction negative.
The urine has been found to contain traces of acetone on several examinations. Blood-urea on 7.5.29: 20 mgm. %.
Fat in stool on 26.4.29: split fat 10.15%; unsplit fat 7 3% of dried feces.
Comment. -These two cases show the classical features of Von Gierke's "glycogenic " disease, namely a low resting blood-sugar (in one instance 0 047%), traces of acetone in the urine, a low or delayed rise in blood-sugar following the injection of adrenaline, hepatomegaly, and infantilism. The few post-mortem examinations that have been carried out on cases of this type indicate that the enlargement of *the liver is due to retention of glycogen which cannot readily be mobilized.
In these two children the infantilism is singularly perfect, in that they closely correspond in height, weight, proportions, dentition, etc., with children approximately four years younger than their actual age. I would suggest that the infantilism is due to the consistently low resting blood-sugar. It is known that women with early diabetes (" prediabetes ")-or in whom diabetic symptoms have not yet manifested themselves but whose resting blood-sugar is slightly though consistently raised-are particularly liable, if they become pregnant, to give birth to overweight infants. It is possible that here we have the reverse process taking place, and that owing to prolonged slight carbohydrate starvation, the tissues are uniformly retarded in their growth and development.
[The report of other cases shown at this meeting will be published in the next issue of the PROCEEDINGS of the Section.]
